Summary.-Autoradiography with 14C-labelled aminotriazole (3-amino-1,2,4-triazole) was performed in mice with transplanted tumours. A high accumulation of radioactivity was demonstrated in the tumours, the uptake being the highest in the actively growing parts. The possible mechanism involved is discussed.
AMINOTRIAZOLE
(3-amino-1,2,4-triazole) is well known as a herbicidal agent (e.g. Hilton, 1969) . There has been some controversy regarding its use because of reports in animal studies of carcinogenic properties of the substance. Aminotriazole has also been shown to be a goitrogen which produces changes in the thyroid with structural similarities to adenocarcinoma (Alexander, 1959; Jukes and Shaffer, 1960) . Liver cancer has also been reported from animal experiments (Napalkov, 1962; Innes et al., .1969) . In Sweden there have recently been reports of increased incidence of tumours (of diverse origin) among railroad workers exposed to aminotriazole (Axelsson and Sundell, 1974) .
The reports of cancer incidence caused by aminotriazole prompted us to undertake an investigation of the distribution of the substance in mice (Tjalve, 1974 (Ullberg, 1954 (Ullberg, , 1958 , a procedure which includes sectioning of the animals on tape (20 ,m thick sections) in a microtome at -15°C, freeze drying the sections and mounting them on x-ray films to obtain autoradiograms.
Semi-quantitative evaluation of the radioactivity in some organs.-In an attempt to determine the relative radioactivity in some organs, representative freeze dried, 100 ,m thick sections were selected from the mice at the different survival intervals. The sections were first exposed against x-ray films to obtain autoradiograms. Small, round pieces (diameter about 3 mm) of the sections were then stamped out with the aid of a pair of tongs. The tissue weight of each piece was about 035 mg and very little variation was found between the different pieces. One section was used from each mouse. The stamped pieces were selected from areas with representative radioactivity, as judged from the blackening of the autoradiogram of the section, and also in such a way that they consisted of pure tissue. Thus, tissues of the tumour (growing parts), heart blood, liver, spleen, intestine (mucosa) and kidney were obtained. The stamped pieces were dissolved in Soluene (Packard) and their radioactivity determined by liquid scintillation counting in a Packard Tri-carb liquid scintillation counter using 4 g PPO and 025 g POPOP/1 toluene as a scintillation fluid. The results were expressed as ct/min/piece, after correction for quenching had been applied by use of an external standard.
RESULTS
A high accumulation of radioactivity was seen in all tumours at the studied survival intervals from 1 h to 5 days after the injection of 14C-aminotriazole ( Fig.  1-3 ). In the neoplasms the radioactivity was most pronounced in the actively growing parts and practically no uptake was seen in the necrotic areas of the tumours.
In relation to other tissues in the body, the uptake of radioactivity was higher in the mammary carcinoma and the Tables I, II and III) .
The radioactivity remained at a higher relatively concentration in the tumours than in the other tissues at the longer survival intervals (Tables I, II and III) . In addition to the tumours, tissues which accumulated much radioactivity were: the spleen (red pulp and germinal centres), bone marrow, thymus (cortex), lymph nodes (germinal centres), liver (perilobular parts), mucosa of the gastrointestinal tract, kidneys and urinary bladder.
DISCUSSION
The present study has demonstrated a high uptake of radioactivity in actively growing tumour tissues after the injection of 14C-aminotriazole into mice with transplanted tumours. In addition, there was a general accumulation of radioactivity in the other tissues with a rapid cell turnover.
The metabolism of aminotriazole was not studied in the present work, but investigations in the rat have indicated that in organs other than the liver and the kidney, aminotriazole is found largely unchanged (Fang, George and Chang Yu, 1964; Fang, Khanna and Rao, 1966) . The situation should be similar in mice.
Since aminotriazole seems to be acting in that area in which a process of rapidly dividing cells is occurring, participation in purine synthesis seems possible. Aminotriazole has been reported to interfere with the purine biosynthesis in various organisms such as bacteria (Hulanicka, Klopotowski and Bagdasarian, 1969) , yeast (Klopotowski and Bagdasarian, 1966) , algae (Wolf, 1962) and higher plants (Bartles and Wolf, 1965) .
In bacteria (S. typhimurium) aminotriazole has been shown to inhibit the formation of 5-aminoimidazole ribonucleotide from N-formylglycinamide ribonucleotide (Hulanicka et al., 1969 (Hoshino, 1960; Lascassagne et al., 1967 ).
An intriguing fact is that both tumours and aminotriazole have been found to produce a depression of catalase in several tissues but not in the erythrocytes (Heim, Appleman and Pyfrom, 1955; Rechcigle, Hruban and Morris, 1969) . Whether this fact has any relation to the findings in the present study still remains to be investigated.
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